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Family Hazard
The incidence of 
nonmelanoma skin cancer 
(NMSC) has increased 
dramatically over recent 
decades, and identification 
of its risk factors is important 
for risk assessment, 
prevention strategies, and 
recommendations for sun 
protection and screening. 
Hussain and colleagues 
found parent and sibling 
effects on the risk of invasive 
squamous cell skin cancer, 
invasive mixed squamous/
basal cell cancer, and in 
situ skin tumors upon the 
examination of 214,856,618 
person-years of follow-
up data from the Swedish 
Family-Cancer Database. 
These findings champion 
the use of family history for 
identifying individuals at 
high risk for NMSC.  
See page 2142
Blame Mom
The prevalence and severity 
of acne vulgaris, as well as its 
risk factors, were examined 
in a cross-sectional, 
community-based study of 
1,002 high school students 
in Tehran, Iran. Family acne 
history, consumption of 
sweet or oily foods, mental 
stress, menstruation, and 
skin type were associated 
with greater prevalence or 
severity of acne, whereas 
gender, spicy foods, and 
smoking exhibited no effect. 
In particular, a history 
of acne in the mother 
increases the risk of severe 
acne, indicating a genetic 
risk factor linked to the X 
chromosome. See page 2136
T-Cell Pigment Destruction
Using a skin explant model, van den Boorn 
and colleagues investigated the T-cell-
mediated effector phase of vitiligo, which is 
characterized by a lack of pigment-producing 
melanocytes. Perilesional skin-infiltrating 
T lymphocytes are known to surround 
depigmented skin, but the function of these 
cells has remained elusive. In this study, 
they were found to be enriched for mel-
anocyte-specific cytotoxic T cells that kill 
melanocytes via apoptosis, causing the pig-
mentation loss that characterizes vitiligo. 
In addition to elucidating the pathogenesis 
of vitiligo, this autoimmunity model may be utilized to predict the effects and risks of 
future melanoma immunotherapies. See page 2220
Double Trouble
Studies suggest that 8–12% of melano-
ma cases occur in patients with a family 
history of the disease. Because the study 
of nuclear families cannot discrimi-
nate between the effects of genetics 
and those of the environment, Shekar 
and colleagues examined 125 pairs 
of nonidentical and identical twins in 
Queensland and South Wales for con-
cordance of melanoma. The rate of 
concordance was significantly greater 
for identical twins than for nonidentical 
twins. In addition, 45% of the variation 
in liability was attributable to environmental influences, and 55% was attributable to 
genetics. Thus, genetics contributes significantly to melanoma liability. See page 2211
Genetics of Tanning
Exposure to UV radiation results in 
eumelanin production to protect the skin 
from DNA damage. Nan and colleagues 
completed a genome-wide association 
study (GWAS) to probe the genetic fac-
tors involved in this pigmentation tan-
ning response. Specifically, 528,173 
single-nucleotide polymorphisms (SNPs) 
were examined in subjects of European 
descent following exposure to sunlight. 
Interestingly, several significant SNPs were 
located in or adjacent to pigmentation loci 
(MATP, IRF4, TYR, OCA2, and MC1R) that 
had been identified in a previous GWAS of hair color. These results support confirma-
tion of these associations in replication studies. See page 2250
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